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Coimnissioner for Patents 
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Sir/Madam: 

I, Jean Bousquet, hereby declared as follows: 

1. On 6 May 2008 I previously executed a Rule 132 Declaration for the above-captioned 
application. That Declaration is attached hereto as Exhibit A. 

2. Subsequent to executing that Declaration, I was informed of several clerical errors, which 
I wish to correct with the present Declaration. 

3 . Specifically, in my previous Declaration, 

a. in paragraph 5, line 3, "ECB" should have been "UCB." That is, the second 

sentence of paragraph 5 should have been: 

I have been a consultant for UCB since 1987 and gave several lectures 
dealing with HI -antihistamines during UCB-sponsored symposia 

b. in paragraph 10, last line, "perennial" should have been "persistent" That is, 
paragraph 10 should have been: 
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As explained in more detail below, my opinion is that the average worker in this 
technology field in December 2002 could not and would not have predicted with 
any reasonable degree of certainty or reasonably expect based on (a) Gensthaler in 
view of Leynadier or (b) Sahnun tliat levocetirizine could be effectively used for 
treating persistent allergic rhmitis (PER), 

c. in paragraph 11, 11. 2, the second instance of "seasonal allergic rhinitis" should be 

deleted. That is, the first sentence of paragraph 1 1 should have been: 

I base my opinion on the history of how allergic conditions called seasonal 
allergic rhinitis (SAR) and peremiial allergic rhinitis (PAR) were 
categorized and treated in the art. 

4. The foregoing corrections are merely clerical in nature and to not alter the reasoning or 
conclusions presented in my previous Declaration. 

5. I hereby declare further that all statements made herein by me to my own Icnowledge are 
true and that all statements made on information and behef are believed to be true; and 
further that these statements were made with the knowledge that willful false statements 
and the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful false statements may 
jeopardize the validity of the application or any patent issuing thereon. 



Dated: ^ A // ZO O^ Signed: 

Jean Bousquet 
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EXHIBIT A 



UNITED STATES PATENT AND TRADEMARK OFFICE 



(Attorney Docket No. MBHB 05-403) 

IN THE APPLICATION OF: ) 
Revirron, Christophe ^ 



Serial No.: 10/536,939 



Examiner: 



Ramacliandran, U. 



Filed: 



May 27, 2005 



Group Art Unit: 1617 



Title 



Use of Levocetirizine for the 
Treatment of Persistent Allergic 
Rhinitis 



Confirmation No.: 8331 



RULE 132 DECLARATION OF JEAN BOUSOUET 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir/Madam: 

I, Jean Bousquet, hereby declared as follows: 

1. I am currently Professor in the Department of Respiratory and Allergy, Montpellier 
University, 34000- MontpelUer. 

2. My curriculum vitae, including a list of my publications, is attached as Exhibit A to this 
declaration. 

3. I am the chairman of the ARIA initiative (Allergic Rhinitis and its Impact on Asthma) 
published in 2001 (J Allergy Clin Immunol) and updated in 2008 (Allergy, 2008). ARIA 
is the initiative which proposed and validated the concept of intermittent (lAR) and 
persistent allergic rhinitis (PER). 

4. I have been informed that the above-cited patent application is owned by UCB S.A. of 
Belgium. I have further been informed that the above-cited patent application claims the 
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right of priority to a patent application filed with the European Patent Office on 
December 3, 2002. 

I have been one of the experts designing the study Expert® trial, analyzing and and 
writing the results. I have been a consultant for UCB since 1987 and gave several lectures 
dealing with HI -antihistamines during ECB-sponsored symposia. However, I have 
always acted as an independent expert and I have never been part of the company. I do 
not have shares of the company or patents. 

I have reviewed the following patent application documents for the preparation of this 
Declaration: 

a. the patent application as filed; 

b. the Office Action mailed June 20, 2007; 

c. the Response filed October 17, 2007; and 

d. the Office Action mailed January 11, 2008. 

I understand that with the submission of this declaration, the patent applicants will be 
amending the sole independent claim to read as follows: 

A method of treating persistent allergic rhinitis comprising administering an 
effective amount of Levocetirizine or a pharmaceutically acceptable salt thereof to a 
patient in need of such treatment, where the Levocetirizine or a pharmaceutically 
acceptable salt thereof is administered in a daily dosage of fiiom about 0.0005 mg to about 

2 mg per kg of patient body weight for a period equal to more than 3 months. 

In my opinion, the average worker in the technology field of the subject matter disclosed 
and claimed in this patent appUcation is a physician or medical researcher having at least 
a medical degree and 1 to 2 years (or more) of experience practicing in the field of 
studying the treatment of and/or treating allergies. 

From reading the documents listed in paragraph 6 of this Declaration, I understand that 
the USPTO is rejecting as obvious a) claims 10, 22, 23, and 25-28 listed in the 
Applicant's Response filed October 17, 2007 over Gensthaler (Pharmazeutische Zeitung, 



vol. 146, no. 7, 2001-02-1 5, p 35-36) in view of Leynadier et al. (Actac 
Otorhinolaryngol, Belg. 2001, 55(4): 305-12), and b) claims 10 and 22-29 over Salmun et 
al.(US 200310236275). 

10. As explained in more detail below, my opinion is that the average worker in this 
technology field in December 2002 could not and would not have predicted with any 
reasonable degree of certainty or reasonably expect based on (a) Gensthaler in view of 
Leynadier or (b) Salmun that levocetirizine could be effectively used for treating 
perennial allergic rhinitis (PER). 

11. I base my opinion on the history of how allergic conditions called seasonal allergic 
rhinitis seasonal allergic rhinitis (SAR) and perennial allergic rhinitis (PAR) were 
categorized and treated in the art. In the past, allergic rhinitis was subdivided into SAR, 
PAR, and occupational allergic rhinitis (OAR), based on the time of exposure to allergens 
(1 - 4). PAR was believed to be most frequently caused by indoor allergens such as dust 
mites, molds, insects (cockroaches) and animal dander. SAR was thought to be related to 
a wide variety of outdoor allergens such as pollens or molds, whereas OAR was 
understood to arise from allergens commonly found in the workplace. Over time, 
however, this classification scheme proved not satisfactory for a number reasons, such as: 

a. Certain allergens that are seasonal in some locations are perennial in others, 
including pollens and molds (e.g., grass pollen allergy in Southem Califomia and 
Florida (5) or Parietaria pollen allergy in the Mediterranean area (6)). 
Conversely, certain allergens (e.g., dust mites) that are perennial in some 
locations are seasonal and others. Dust mites have been observed to undergo 
seasonal trends in Australia (7), the U.S. (8), and in the Mediterranean area, where 
levels of this allergen are lower in the summer (9). Thus, individuals manifesting 
an allergic reaction to the same allergen could be diagnosed as suffering from 
different conditions depending not on the nature of the illness but on where they 
lived. 

b. Even when allergens associated with PAR are present perennially, the associated 
symptoms of PAR may not always be present. This is particularly the case for a 
large number of patients allergic to house dust mites suffering only from what is 
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now called mild or moderate/severe intermittent allergic rhinitis (10-12). 
Conversely, some individuals who are sensitized to only a single pollen species 
present perennial symptoms (20). 

c. The majority of patients, of course, are sensitized to many different allergens and 
therefore exposed throughout the year (10, 13-16). Thus, many patients may be 
symptomatic year-round and be classified as suffering from PAR when, in fact, 
their symptoms are caused by several seasonal allergens. Conversely, some 
individuals sensitized to a seasonal allergen (e.g., pollen) may be also be 
sensitized and exposed to a non-seasonal allergen (e.g., molds, mites, animal 
danders) and, therefore, display allergic symptoms that do not correspond with a 
season (19). Similarly, because there is a priming effect on the nasal mucosa 
induced by low levels of pollen allergens (21-26) and minimal persistent 
inflammation of the nose in patients with symptom-free rhinitis (12, 27, 28), 
symptoms do not necessarily occur strictly in conjunction with the allergen 
season. Furthermore, individuals displaying perennial symptoms often have 
seasonal exacerbations, e.g., when exposed to pollens or molds. 

d. Also, climatic changes modify the time and duration of the pollen season which 
may make diagnosis and classification difficult (17, 18). 

e. Allergic individuals travel and may be exposed to the sensitizing allergens in 
different times of the year. 

f Non-specific irritants such as air pollution may aggravate symptoms in 
symptomatic patients and induce symptoms in asymptomatic patients with nasal 
inflammation (29). 

12. In view of the foregoing factors, an international panel of experts at a workshop entitled 
"Allergic Rhinitis and its Impact on Asthma (ARIA)," carried out at the World Health 
Organization (December 1999) determined that the designations "SAR" and "PAR" 
were inaccurate and inadequate and proposed a major change in the subdivision of 
allergic rhinitis, introducing into the art the terms "intermittent" allergic rhinitis (lAR; 
symptoms present less than 4 days a week or for less than 4 weeks) and "persistent" 
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allergic rhinitis (PER; symptoms present more than 4 days a week and for more than four 
weeks) (30, 31). The ARIA pocket guide has been translated in 52 languages and the 
terms lAR and PER are widely used around the world. The ARIA 2008 update is 
currently translated in a large number of languages 

13. It has been shown in many scientific papers that the traditional classifications of SAR and 
PAR cannot be used interchangeably with the new classifications of lAR or PER because 
they do not describe allergic rhinitis sufferers sharing a single or closely related set of 
etiologies (10, 13, 32-35). Thus, "intermittent" and "persistent" are not synonymous with 
"seasonal" and "perennial". 

14. In practice, the ARIA classification has been proven to be more accurate and closer to 
patients' needs than the previous classifications of SAR and PAR (16, 36) because, inter 
alia, most patients are polysensitized. 

15. It is not surprising to me that the new categories of allergic rhinitis (lAR and PER) are 
different fi-om SAR and PAR: they were created to be different and to define the clinical 
picture differently. This is relevant to the question of whether the worker of average skill 
in the art could have predicted with reasonable certainty or had a reasonable expectation 

that the method recited in the claim in paragraph 7 (above) would be successful; it is just 
these differences that significantly contribute to the inability of those of ordinary skill in 
the art to apply results observed in the treatment of SAR/PAR to what might be expected 
from similar treatment of PER. These differences include at least the following: 

a. PER does not necessarily result from allergic origin (37). 

b. Roughly 50% of those formerly classified as suffering from SAR (or PAR) are 
asymptomatic after 4 weeks (10, 11, 32-34). By contrast, PER is defined as 
having symptoms that occur more than four times a week and for more than four 
weeks. 

c. The effect of Hi-histamine blockers (e.g., levocetirizine) is more evident on PER 
than in PAR since levocetirizine was shown to have a constant effect during the 6 
month duration of the study (38). 
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16. Because of the problems associated with the categories of "SAR" and "PAR" outlined in 
paragraphs ll.a - ll.f as well as the significant distinctions between SAR and PAR on 
the one hand and PER on the other as outlined in paragraph 15, in my opinion the average 
worker of average skill in the art in December 2002 could not and would not have 
reasonably predicted the results of treating PER with levocetirizine for a period of more 
than 3 months based on the teachings of (a) Gensthaler in view of Leynadier or (b) 
Salmun. 

a. Gensthaler merely indicates an intention to conduct a trial study of the treatment 
of PER with levocetirizine; Gensthaler provides no information or experimental 
evidence that would raise a reasonable expectation in the worker of ordinary skill 
that levocetirizine could be used successfully to treat PER. 

b. Leynadier, on the other hand, presents experimental results, but these results are 
limited to a 2-week study of the use of levocetirizine to treat SAR. These results 
are not reasonably predictive of the results one would achieve for treating PER 
with levocetirizine for a period of more than 3 months for all the reasons 
previously set forth in paragraphs 1 1 .a - 1 1 .f and 15 of this Declaration. But most 
importantly, the fact that roughly 50% of those formerly classified as suffering 
from SAR are asymptomatic after 4 weeks (paragraph 15.b of this Declaration) 
makes it impossible to determine the effects of long-term treatment (e.g., for more 
than 3 months) of SAR with any drug, not just levocetirizine. There is nothing in 
the Leynadier reference that explicitly demonstrates nor from which the worker of 
average skill could infer the effects of long-term treatment of SAR with 
levocetirizine. Thus, the average worker would not have any reasonable or 
justifiable expectation that levocetirizine could be used according to the methods 
claimed in the instant patent application. In my opinion, if one cannot predict the 
results of treating the same disease with the same drug for a longer period of time, 
it follows that one cannot reasonably predict the results of treating a different 
disease with same drug for a longer period of time. Considering the differences 
set forth above between SAR and PER, I think the worker of ordinary skill would 
not have reasonably expected or predicted that PER patients could be treated 
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successfully with levocetirizine for a period equal to three or more months based 
on the teachings of Leynardier, alone or together with Gensthaler. 

c. Salmun is directed to the use of desloratadine and/or other antihistamines for 
treating SAR. In paragraph [0049], Salmun reports on the effects of desloratadine 
on nasal congestion/stuffiness in a 14-day study and stated that desloratadine 
significantly decreased nasal congestion/stuffiness as well as total symptom 
severity. In my view, Salmun provides even less basis for predicting that 
levocetirizine could be used to treat PER for a period of 3 or more months than 
does Leynadier. Like Leynadier, Salmun reports only a two week study of SAR. 
But Salmun is even less informative to the skilled worker than Leynadier, because 
Salmun does not even use levocetirizine. For these reasons as well as those in 
paragraph 16.b of this Declaration, I cannot see how any worker in this art in 
December 2002 could have predicted or expected with any reasonable degree of 
certainty that PER could be treated with levocetirizine for a period of more than 3. 

17. As I understand it, the Office Action mailed January 11, 2008 asserts that although SAR 
and PER are different clinical conditions, one of ordinary skill in the art would have 
expected positive results in the treatment of PER with levocetirizine in view of the results 
reported by Leyndardier and Salmun in the treatment of SAR with levocetirizine and 
desloratadine, respectively, because patients categorized as having SAR and PER exhibit 
symptoms in common. (My understanding comes from the last two sentences on page 6 
and page 8 of the Office Action mailed January 11, 2008.) But this reasoning is flawed 
(and would have been recognized as such by the ordinary worker in the field in 
December 2002) because merely having symptoms in common is insufficient to support 
the proposition that levocetirizine could be used to treat PER for a period of more than 
three months based on Leynardier, alone or together with Gensthaler, or Salmun. For all 
the reasons provided above, I believe that in December 2002 the worker of average skill 
would not have been able to reasonably predict and would not have expected that PER 
could be effectively treated with levocetirizine for a period of more than three months 
based on Leynardier, alone or together with Gensthaler, or Salmun. 
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18. I hereby declare further that all statements made herein by me to my own knowledge are 
true and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false statements 
and the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such willful false statements may 
jeopardize the vahdity of the apphcation or any patent issuing thereon. 




Dated: 6"^ May 2008 



Signed: 



Jean Bousquet 
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